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Panh gia chi phi - hiéu qua cia ribociclib phoi hop véi
thuoc ngi tieét trén phu nir chwa man kinh mac ung thw va
giai doan tién xa c0 HR+/ HER2-

Cost-effectiveness of ribociclib plus endocrine therapy in premenopausal

and perimenopausal women with advanced HR-positive/HER2-negative
breast cancer

Kiéu Thj Tuyét Mai', Nguyén Thi H&’, "Trirong Pai hoc Duge Ha Nji
Nguyen Thi Lan Phu’o’ngz, Dinh Thi Doaﬂls ’n ruwong Pai hoc Khoa hoc Suc khoe,
Lé Thu Thiy' va P§ Xuan Thing" -

¢ 1hu Thuy va Do Auan 1hang Dai hoc Quoc gia Thanh pho Ho6 Chi Minh
Tém tat

Muc tiéu: Danh gia chi phi - hiéu qua cta phéac dé ribociclib phéi hop vai thuéce tic ché aromatase
khong steroid (NSAI) + goserelin so vdi NSAI + goserelin trong diéu tri ung thu vi giai doan tién xa, di
can HR+/HER2- & phu nit chua man kinh tai Viét Nam. Déi tugng va Phuong phdp: Nghién ctu phan tich
chi phi - hiéu qua trén quan thé gia dinh gém phu nir chua man kinh mac ung thu vu tién xa, di can co6
HR+/HER2-. M6 hinh séng con dich chuyén timg phan véi ba trang thai (khong tién trién, tién trién, ti
vong) dugc st dung, vGi chu ky 28 ngay, khung thai gian tron d&i va quan diém co quan chi trd bao hiém
y té€ (BHYT). Cac tham sé dau vao cho mé hinh dugc thu thap tur di liéu y van da céng bé va tham van y
kién chuyén gia. Két quad: So v6i NSAI + goserelin, b6 sung ribociclib giip tang thém 1,44 QALYs véi chi
phi tang thém 630 triéu déng, tuong tng ICER 438 triéu dong/QALY (=3,8 lan GDP/ngudi nam 2024).
Né&u BHYT chi tra 80%, 70% va 60%, ICER giam con 363; 325 va 288 triéu déng/QALY (tuong Ung 3,2; 2,9
va 2,5 lan GDP/ngudi). Phan tich d6 nhay xac sudt cho thay véi ngudng chi trd > 433 triéu dong/QALY,
Xac suat chi phi - hiéu qua vuot 50%. Két ludn: Phac dé ribociclib phi hgp letrozole va goserelin dat ICER
la 438 triéu dong/QALY. Trong trudng hgp BHYT déng chi trd & muc 60 - 80%, ICER gidm xudng 2,5 - 3,2
lan GDP/ngudi - tiém can cac ngudng chap nhan chi tra tai Viét Nam. Do do, ribociclib c6 thé dugc xem
xét nhu mét lua chon chi phi - hiéu qua co diéu kién khi dp dung ca ché déng chi tra.

Tur khod: Ung thu vi, HR duong tinh - HER2 am tinh, chua man kinh, chi phi - hiéu qua, ribociclib

Summary

Objective: To evaluate the cost-effectiveness of ribociclib in combination with a non-steroidal
aromatase inhibitor (NSAI) plus goserelin versus NSAI plus goserelin alone for the treatment of
premenopausal patients with advanced HR+/HER2- breast cancer in Vietnam. Subject and method: A
cost-effectiveness analysis was conducted using a hypothetical cohort of premenopausal and
perimenopausal women with advanced HR+/HER2- breast cancer. A partitioned survival model with
three health states (progression-free, progressed disease, and death) was adopted with a 28-day cycle
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length, lifetime time horizon, and payer perspective of the Viethamese Social Health Insurance (SHI).
Model inputs were sourced from published literature and expert consultation. Result: Compared with
NSAI + goserelin, adding ribociclib yielded an additional 1.44 QALYs at an incremental cost of VND 630
million, resulting in an ICER of VND 438 million per QALY gained (=3.8 times GDP per capita in 2024).
Assuming SHI co-payment levels of 80%, 70%, and 60%, ICERs decreased to 363, 325 and 288 million
VND/QALY, corresponding to 3.2, 2.9 and 2.5 times GDP per capita, respectively. Probabilistic sensitivity
analysis indicated that at a willingness-to-pay threshold of > 433 million VND/QALY, the probability of
cost-effectiveness exceeds 50%. Conclusion: Ribociclib plus NSAI and goserelin is unlikely to be cost-
effective under full reimbursement. However, under a 60 - 80% SHI co-payment scheme, the ICER falls
below 3.2 times GDP per capita - approaching commonly accepted thresholds in Vietnam. Therefore,
ribociclib may be considered a conditionally cost-effective option under a shared reimbursement

mechanism.

Keywords: Breast cancer, HR-positive - HER2-negative, premenopausal, cost-effectiveness, ribociclib.

I.DAT VAN DE

Theo s6 liéu théng ké mdi nhat ctia Co quan
Nghién cttu Ung thu Quéc té (IARC) trong nam 2022
(GLOBOCAN 2022), ung thu va (UTV) la loai ung thu
thudng gap nhat & ni gigi moi ltra tudi véi khodng
2,3 triéu ca mac mdi va 666 nghin ngudi ti vong .
Tai Viét Nam, day ciing la loai ung thu co ty 1é méac
m&i cao nhat & ca hai gidi, du bdo dén nam 2050 sé
ghi nhan hon 26 nghin ca mac méi va gan 11 nghin
ngudi tir vong 2 Trong d6, nhom UTV ¢6 thu thé
hormone duang tinh va thu thé yéu t6 tang trudng
bi€u bi ngudi loai 2 &m tinh (HR+/HER2-) chiém ti lé
I6n nhat véi khoang 73% cac trudng hop °; va khong
thé chira khdi & giai doan tién xa hodc di can *. Tudi tré
khi dugc chdn doan UTV la yéu t6 tién lugng xau hon
so VGi tudi cao, véi nguy cd tai phat va tir vong cao
hon °. Phu nir tré (< 35 tudi) thudng cé cac dac diém
lam sang bat lgi nhu khéi u kém biét hoa, kich thudc
I6n hon, ty 1& xam lan hach bach huyét cao dan dén
tién luong xau han so véi phu nit 16n tudi ( >65 tudi) .
Trong khi d6 phu nit chua man kinh dang & giai doan
hoang kim clia cudc doi, phai déi mat véi ganh nang
bénh tat khong chi vé stic khde ma con lam suy gidm
dang ké chat lugng s6ng, kha nang lao dong va vai
trd trong gia dinh cling nhu xa hoi.

Ribociclib la mét chat Uc ché phan ti nhoé dung
dudng uéng, cé kha nang sinh hoc va tinh chon loc
cao qua con duong CDK4/6, Uc ché qua trinh
phosphoryl héa cGia protein retinoblastom, tu dé
ngan chan su tién trién cta chu ky té bao tai pha
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G1/S va lam cham su tang sinh clia té bao ung thu.
Viéc phéi hgp ribociclib véi cac liéu phap noi tiét
hién c6 mang lai hiéu qua hiép dong quan trong
trong diéu tri UTV tién xa, di can c¢6 HR+/HER2-.
Nghién citu MONALEESA-7 la thi nghiém lam sang
pha Il dau tién dugc thiét ké rieng cho nhom bénh
nhan chua man kinh, da ching minh bd sung
ribociclib gitp kéo dai thoi gian s6ng khéng bénh
tién trién (PFS) dén 27,5 thang va thdi gian séng con
toan b (0OS) dén 58,7 thang, déu cao han khoang 1
nam so véi NSAI + goserelin. Dong thoi phac d6 nay
con tri hoan thai diém phai chuyén sang hoa tri va
cai thién chat lugng cudc séng cho bénh nhan %,
Theo cac hudng dan chan doan va diéu tri UTV
trong nudc va quoc té€, phoi hgp ribociclib vai thudc
Uc ché aromatase la lua chon diéu tri chuan cho UTV
tién xa, di can hodc tai phat c6 thu thé ndi tiét
duong tinh va HER2 am tinh, bat ké tinh trang chua
man kinh hay da man kinh "*"", Tuy nhién hién nay
thudc chua dugc Quy BHYT chi tra, lam han ché kha
nang ti€p can clia ngudi bénh, kéo theo ganh nang
bénh tat nghiém trong va gian tiép gay ra ganh
nang kinh té I6n han béi chi phi diéu tri gia tang,
gidam kha nang lao dong va tir vong sém. Tinh dén
nay, chua cé nghién ctu nao tai Viét Nam danh gia
chi phi - hiéu qua cta phac d6 nay trong diéu tri
budc mét ung thu vi HR+/HER2- giai doan tién xa
hoac di can & phu nt chua man kinh duéi géc nhin
cla ca quan chi trd. Do d6, nghién ctu nay dugc tién
hanh nham phan tich chi phi - hiéu qua cta phac do6
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ribociclib pho6i hgp véi NSAI + goserelin so véi
letrozole + NSAI, la liéu phap noi tiét buéc mét dang
dugc BHYT chi tra va st dung phé bién tai Viét Nam,
qua dé cung cap bang ching khoa hoc ho trg qua
trinh hoach dinh chinh sach va ra quyét dinh chi tra.

Il. D61 TUONG VA PHUONG PHAP
2.1. Béi tuong

D&i tugng nghién ctru 14 mot quan thé gia dinh
g6m nhiing bénh nhan thoa man déng thai cac tiéu
chi: phu nit chua méan kinh dugc chdn doan ung thu
vu giai doan tién xa, di can c6 HR+/HER2-, khéng
con phu hop véi phau thuat hodc xa tri triét can;
chua tung diéu tri véi thudc tc ché CDK 4/6; c6 thé
da nhan t6i da mot budc hoéa tri va chua diéu tri ndi
tiét cho giai doan tién xa. Cac bénh nhan dugc diéu
tri bang ribociclib + NSAI + goserelin hodc NSAI +
goserelin.

2.2. Phuong phdp

Thiét ké nghién cuu

Nghién ctu st dung phuong phép phan tich chi
phi - thdéa dung (CUA) dua trén mé hinh séng con
dich chuyén tting phan (partitioned survival model,
PSM) véi ba trang thai stic khée chinh la bénh khéng
tién trién (progressed free - PF); bénh tién trién
(progressed disease — PD); va ti vong (Death - D).
Day la mé hinh thuong dugc su dung dé mo hinh
hoa dién bién cua bénh nhan ung thu giai doan
cudi, va dugc su dung trong nhiéu danh gia kinh té
dugc dé trinh 1én NICE, PBAC hay CADTH "2

Bénh khong
ti€n trién )

Bénh tién "\
trién

> T vong )

Hinh 2. M6 hinh s6ng con dich chuyén tiing phan
Mé hinh ba trang thai suc khoe trén khai quat
dién bién lam sang ctia bénh nhan, dong thai phan
anh muc tiéu diéu tri & giai doan nay la lam cham

tién trién bénh va kéo dai thdi gian séng. Tat ca
bénh nhan du diéu kién diéu tri bang ribociclib +
NSAl + goserelin hodc NSAI + goserelin dugc dua
vao moé hinh & trang thai bénh khong tién trién, véi
liéu va ché d6 dung thudc tuong tu thu nghiém
MONALEESA-7 7. Sau méi chu ky, bénh nhan c6 thé &
lai trang thai khong tién trién, chuyén sang trang
thai da tién trién hodc tl vong. Cac bénh nhan &
trang thai bénh tién trién, sau méi chu ky sé & lai
trang thai nay hodc ti vong. Bénh nhan da dich
chuyén sang trang thai bénh tién trién khong thé
quay trd lai trang thai bénh khong tién trién, va tiép
tuc dugc diéu tri theo huéng dan ctia BO Y té va thuc
hanh lam sang thudng quy.

DPé udc tinh hiéu qua va chi phi dai han cho ca
hai nhém so sanh, nghién cdu 4p dung khung thdgi
gian phan tich tron doi dugc an dinh la 40 nam. Chu
ky mé phong dugc lua chon la 28 ngay nham phu
hop véi liéu trinh dung thuéc ctia bénh nhan, dong
thoi phan anh dién bién nhanh ctia bénh ung thu
giai doan tién xa. Khung thgi gian phan tich tron dgi
cling la hudng tiép can dugc ap dung trong cac hé
so danh gia cong nghé y té trinh 1én NICE . Nghién
ctu dugc tién hanh dudi géc nhin clia co quan chi
tra, véi muc chiét khau 3% ap dung dong thai cho ca
chi phi va hiéu qua.

M6 hinh dugc xay dung va udc tinh cac két qua
dau ra vé 1am sang va kinh té cho hai nhém so sanh
trén phan mém Microsoft Excel. Két qua dau ra vé
lam sang bao gom: s6 nam séng dat dugc (LY), s6
nam séng hiéu chinh theo chat lugng cudc séng dat
duoc (QALY), ICER trén mbi nam song gia tang, ICER
trén moi QALY gia tang. Hién tai Viét Nam chua ban
hanh ngudng chinh thic; do d6, nghién cdu su
dung gia tri 3 lan GDP/QALY nhu mét kich ban tham
khao trong phan tich dé nhay. Theo s6 liéu ctia Téng
cuc Théng ké nam 2024, GDP binh quan dau ngudi
cla Viét Nam dat 114.000.000 déng, do d6 ngudng
san sang chi trd s& dung trong nghién cdu la
342.000.000 dong.

2.3. Cdc tham sé cia mé hinh

Tham sé vé hiéu qua diéu tri
Nghién ctu s dung di liéu vé thoi gian séng
con toan bd (Overall Survival- OS) va thgi gian song
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khong bénh tién trién (Progression- Free Survival-
PFS) tU th&r nghiém MONALEESA-7 trén nhém bénh
nhan diéu tri bang NSAI dé dua vao mé hinh phan
tich 7 8 TU d{ liéu ca nhan cta thi nghiém nay, cac
phan bé tham s duoc ap dung dé mé phdng OS va
PFS cho ca 2 nhdm so sanh; bao gém Exponential,

uu dugc lua chon dua trén chi s6 théng tin Akaike
(AIC) va Bayesian (BIC) thap nhat két hgp véi danh
gid truc quan vé d6 khdp clia dudng cong méd
phdng so vai dir liéu gbc. Cu thé, trong phan tich co
ban, phan bé Log-normal dugc s dung dé mo
phéng PFS, trong khi phan bé Weibull (RCS) duoc

Weibull, Gompertz, Log-normal, Log-logistic,
Generalized F va Generalized Gamma. Phan bd téi

lua chon @€ mé phéng OS.

100 1
804
60

401

201 Ribociclib Arm Placebo Arm
(n=248) (n=247)

Number of events, n (%) 892 (37.1) 132 (53.4)

Median PF5, months (95% CI)  27.5 (19.1-NR) 13.8 (12.6-17.4)

o Hazard ratio* (95% CI) 0.569 (0.436-0.743)
—TT—T—T T —T—T—TT T

T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Number of patients at risk Months
Ribociclib 248 223 212 199 183 175 163 132 100 66 38 27 15 2 1 0
247 195 177 163 149 138 126 95 72 48 25 19 9 2 1 0

Progression-Free Survival, %

(=]

Placebo

Hinh 2. Budng Kaplan-Meier vé thai gian séng bénh khéng tién trién
va thdi gian s6ng con toan bd cia RIB + NSAI + GOS so véi NSAI + GOS @

Tham sé vé d6 an todn

Dir liéu vé cac bién c6 bat Igi cta ribociclib + NSAI + goserelin va NSAI + goserelin dugc trich xuat tir thir
nghiém then ch6t MONALEESA-7 7. Nghién ctu gid dinh cac bién c6 bat Igi dé 1-2 it anh hudng t&i chat
lugng cudc séng va chi phi diéu tri, do d6 chi nhiing bién ¢ bat lgi tir d6 3 trd 1én va c6 su khac biét gitra hai
nhém diéu tri mdi dugc dua vao mé hinh. Cu thé, cac bién cé dugc dua vao md hinh bao gém: Gidm bach
cau va doc tinh trén gan mat (chd yéu la tang ALT, AST va GGT).

Bang 1. Ti lé bién ¢ bat Igi muc d6 3 tré 1én

Phac do Giam bach cau trung tinh | Gidm bach cdu | DPdc tinh trén gan mat
NSAI + goserelin 5,63 % 1,78 % 7,42%
Ribociclib + NSAI + goserelin 64,76 % 16,72 % 12,25%

Tham sé vé théa dung

Cac tham s6 thda dung tai hai trang thai stc khde, bao gém trang thai bénh khong tién trién va trang
thai bénh tién trién dugc lay tir dir liéu ca nhan cta tht nghiém MONALEESA-7 theo bd cau hoi EQ-5D-5L.
Cac gia tri thda dung nay ciing da dugc st dung trong nghién ctu cda Stellato D. va cdng su . Ngoai ra, dé
danh gia tac déng clia bién c6 bat Igi dén chat lugng cudc séng cliia bénh nhan, sy giam théa dung do cac
bién co bat Igi muic d6 3 trg 1én cling dugc dua vao mo hinh. Mdc giam thoa dung nay dugc trich xuat tur cac
nghién ctiu da cong b6 trudc do trong y van .
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Bang 2. Diém théa dung tai cac trang thai siic khée

Trang thai stic khoe Théa dung 95% Khoang tin cay Sai s6 chuan

Bénh khéong tién trién diéu tri bdng

ribociclib + NSAI + goserelin 0,8208 0,8077 - 0,8340 0,0067
Bénh khéng tién trién diéu tri bang NSAI +

goserelin 0,8130 0,7979 -0,8282 0,0077
Bénh khéng tién trién khong diéu tri 0,7788 0,7228 - 0,8348 0,0286
Bénh tién trién 0,7491 0,7238 -0,7745 0,0129

Muic gidm théa dung do bién cé bat loi
Giadm bach cau -0,15
Tang men gan -0,115

Tham s6 vé chi phi

Chi phi udc tinh trong mé hinh bao gém chi phi thuéc, chi phi diéu tri tai cac trang thai stc khoe va chi
phi x{ tri bién c6 bat lgi. Do nghién ctu dugc thuc hién dudi goc nhin cta co quan chi trd BHYT, chi cac chi

phiy té truc tiép dugc dua vao phan tich.

Chi phi thuéc: Chi phi thuéc cda ribociclib va cac thudc sir dung trong diéu tri & cac budc sau dugc tinh
toan dua trén gia tring thau trung binh cdia biét dugc géc, theo Bao cao két qua tring thau tai cac co sGy té
nam 2024 dugc cong bé trén trang web clia Cuc Quan ly Dugc. Chi phi thudc theo thang dugc trinh bay

theo bang sau:

Bang 3. Chi phi thuéc hang thang

(mg) (mg) (mg) (dong) thudc (dong) (d8ng) thang (dong)

600,0 13.696,9 200,0 333.000 22.805.297 0 22.805.297
Ribociclib 400,0 9.131,3 200,0 333.000 15.203.531 0 15.203.531

200,0 4.565,6 200,0 333.000 7.601.766 0 7.601.766
Letrozole 2,5 76,1 2,5 68.306 2.079.064 0 2.079.064
Goserelin 39 3,6 2.568.297 2.779.076 12.800 2.791.876

Chi phi diéu tri tai cac trang thai stc khoe:
Thong tin vé loai hinh dich vu y té, tan suat si dung
va ty 1é bénh nhan s dung trong hai trang thai
khéng tién trién va da tién trién dugc thu thap
thong qua phong van cac chuyén gia lam sang.
T6ng céng 10 chuyén gia lam sang c6 it nhat 5 ndm
kinh nghiém trong diéu tri ung thu vu tai cac bénh
vién: Bach Mai, Htu Nghi Viét-X6, Bénh vién K, Ung
budu Ha Noi, Ung budu Da Nang, Dai hoc Y Dugc TP.
H6 Chi Minh, Ung budu H6 Chi Minh, Chg Ray da
dugc tham van. Don gia cla tung dich vu y té duoc

ap dung theo biéu gia théng nhat cong bé tai
Théng tu s6 22/2023/TT-BYT. Trén co s& dé, téng chi
phi trung binh hang thang cho céac dich vy y té bao
gém tham kham, nhap vién, chan doan hinh anh,
xét nghiém va thu thuat udc tinh 13 2.513.614 déng
& giai doan khong tién trién va 3.603.511 dong & giai
doan tién trién.

Chi phi xtr tri bién ¢ bat lgi: Chi phi x{ tri cac
bién c6 bat loi dugc udc tinh theo phuong phap vi
chi phi (micro-costing). Trong dé, mé hinh x{ tri cho
tiing bién ¢6 duoc xay dung dua trén cac huéng dan
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diéu tri chudn va d{ liéu tUr y van, sau dé duoc ra
soat va diéu chinh dé phu hop véi thuc hanh lam
sang tai Viét Nam dua trén y kién chuyén gia. Két
qua phong van cho thdy chi phi trung binh dé xu tri
bién c6 tang men gan la 565.610 dong, va chi phi
trung binh dé xu tri bién c6 gidm bach cau la
3.063.830 déng.

2.4. Phan tich dé nhay

Phan tich @ nhay mét chiéu

Trong phan tich d6 nhay mot chiéu, lan lugt
tiing tham sé dau vao dugc thay déi trong khoang
gia tri hop ly, va muc bién thién cuta ICER so vdi gia
tri co ban sé dugc ghi nhan. Tir d6 c6 thé xac dinh
nhiing tham s6 dau vao anh hudng nhiéu nhat dén
bién déng cla ICER, két qua phan tich dugc trinh
bay bang biéu d6 Tornado. Cac nhém tham sé dugc
dua vao phan tich bao gém:

Ty 1é chiét khau cho chi phi va ty 1é chiét khau
cho hiéu qua (0%-6%).

Gia thudc, chi phi cac dich vu y té, chi phi xu tri
bién c6 bat Igi (£25%).

Théa dung cla bénh nhan & tat ca cac trang
thai suc khée (khodng tin cay 95%).

Giam théa dung do bién c6 bat Igi (+ 50%).

Phan tich d6 nhay xac suat (PSA).

Trong phan tich d6 nhay xac suat, cac tham sé
sé dao dong theo phan bé dugc lua chon phu hop
véi dic diém cla tiing tham sé. Phan tich dugc tién
hanh véi 1.000 vong lap Monte Carlo; trong méi
vong lap, tat ca cac tham sé dau vao dugc gan gia tri
ngau nhién theo phan bé xac suat da xac dinh, va
ICER dugc tinh toan tuong (ng. Két qua dugc trinh

bay bdng biéu d6 mat phang chi phi - hiéu qua
(Cost —Effectiveness Plane).

Phan tich kich ban

Bén canh phan tich co ban, nghién ctu thuc
hién udc tinh gid tri ICER & cac kich ban ribociclib
dugc quy BHYT chi tra lan lugt 80%, 70% va 60%.

2.4. Dao diic nghién citu

Nghién ctu st dung dir liéu thi cap tir cac th
nghiém 1am sang da cong bé va nguodn so liéu
chinh théng trong nudc, khong thu thap dir liéu
truc tiép tU bénh nhan. Do d6, nghién ctu khéng
yéu cau phé duyét cta Hoi déng dao duc trong
nghién ctu y sinh hoc.

Il. KET QUA
3.1. Két qua tir phdn tich co ban

Téng chi phi diéu tri trung binh cdia 2 nhém so sdnh

Trong nhém bénh nhan diéu tri bang ribociclib
+ NSAI + goserelin, t6ng chi phi diéu tri trung binh
trén mébi bénh nhan trong toan bd khung thai gian
phan tich la khodng 967 triéu dong, trong do tién
thu6c nghién ctu la 708 triéu dong, chiém téi 73,2%
tong chi phi. Trong nhém diéu tri bang NSAI +
goserelin, téng chi phi diéu tri trung binh trén moi
bénh nhan trong toan b khung thai gian phan tich
la 337 triéu dong, trong d6 tién thuéc nghién clu
trong giai doan bénh khéng tién trién 1a 120 triéu
doéng, chiém 35,7%. G ca 2 nhém, chi phi diéu tri
bién c6 bat lgi chiém ty lé rat nho, dudi 1%. Thong
tin cu thé dugc trinh bay tai Bang 4.

Bang 4. Cau phan chi phi diéu tri & hai nhém so sanh

o RIB + NSAI + GOS NSAI + GOS Chénh léch
Loai chi phi '
(1 (2) (1)-(2)
Chi phi thu6c nghién ctu (d6ng) 707.822.427 120.373.736 587.448.691
Chi phi tiém truyén (déng) 424,672 243.597 181.075
Chi phi theo déi (d6ng) 140.454.877 87.960.625 52.494.252
Chi phi xtr tri bién c6 bat loi (déng) 580.664 161.345 419.320
Chi phi thuéc sau tién trién (déng) 117.583.794 127.945.331 -10.361.537
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Hiéu qua trén thoi gian séng va s6 QALY clda hai
nhém so sanh

G nhém bénh nhan diéu tri bang ribociclib phdi
hop véi NSAI + goserelin, téng sé nam séng sau khi
hiéu chinh la 5,56 nam, tuang duong vdi 4,30 QALYs.
Trong khi d6, 8 nhém diéu tri bang NSAI + goserelin,
téng sé nam séng dat dugc sau hiéu chinh 1a 3,71

nam, tuong duong 2,86 QALYs. Nhu vay, viéc bé
sung ribociclib giip tang thém 1,85 nam séng va
1,44 QALYs; véi chi phi gia tang 630 triéu dong. Chi
s6 ICER trén mdi ndm song gia tang la 341 triéu
dong, va ICER trén moi QALY gia tang la 438 triéu
doéng, tuong duong 3,8 lan GDP binh quan dau
ngudi. Thong tin cu thé dugc trinh bay tai Bang 5.

Bang 5. Két qua phan tich co ban

Chiss RIB + NSAI + GOS NSAI + GOS Chénh léch
(1 (2) (1-()
Téng chi phi (d6ng) 966.866.434 336.684.635 630.181.800
S6 nam séng dat dugc (Nam) 5,56 3,71 1,85
S6 QALY dat dugc (QALY) 4,30 2,86 1,44
ICER trén moi nam séng gia tang (déng) 341.069.677
ICER trén mdi QALY gia tang (déng) 437.537.015

3.2. Két qua phdn tich dé nhay

Phan tich @6 nhay mét chiéu

Két qua phan tich d6 nhay mot chiéu dugc biéu hién qua biéu dé Tornado (Hinh 3). Theo d6, tham sé c6
anh hudng 16n nhat dén ICER la chi phi thudc ribociclib, tiép theo la ty 1é chiét khau ap dung cho hiéu qua
lam sang va chi phi. Cac tham s6 con lai it anh hudng téi chi sé dau ra ICER trén moi QALY.

Chi phi thuéc ribociclib +/-25%

Ty 1& chiét khau chi phi (0-6%)

Ty 1é chiét khau hiéu qua (0-6%)

Thda dung & cac trang thai sitc khoe

Chi phi theo déi/ gidam sat +/-25%

Chi phi thudc goserelin +/-25%

Chi phi thuéc anastrozole +/-25%

Liéu dung twong ddi (RDIs) +/-25%

Chi phi thudc letrozole +/-25%

Giam thoéa dung do bién ¢d bat Igi +/-25%

—_T

—

330

360 390 420 450 480 510 540

ICER, VND
m Gid trj tham 56 thdp
Gid trj tham sd cao

Hinh 3. Biéu d6 Tornado

3.3. Phén tich dé nhay xdc sudt

Két qua phan tich d6 nhay xac suat clng c6 tinh 6n dinh clia két qua phan tich co ban. Hinh 4 minh hoa
mat phang chi phi - hiéu qua ctia phac dé ribociclib + NSAI + goserelin so véi NSAI + goserelin. Cac diém mo
phong phan bé chu yéu tai géc phan tu trén bén phai, cho thady phac d6 phéi hop vira lam téang chi phi vira
lam tang s6 nam song hiéu chinh chat lugng (QALY). Gia tri trung tdm cla phan tich co ban gan trung véi
trung vi ctia phan bé mé phong, phan anh tinh én dinh va mic dé nhay cdm thap ctia mé hinh déi véi su
bién thién clia cac tham s8. Trong 1.000 vong ldp Monte Carlo, ¢ 80,8% s diém moé phdng ndm phia trén
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dudng ngudng san sang chi trd bang ba lan GDP binh quan dau ngudi, cho thdy xac suat dat hiéu qua chi

phi & mic ngudng nay la thap.

1,100,000,000
900,000,000
700,000,000

500,000,000

300,000,000

Chi phi giatang (VND)

100,000,000

-100,000,000 13 1.4 15 1.6
QALYs gia tang

ICER=VND437,537,015; ® PSAMean ICER=VND428,249,641; ——WTP=VND342,000,000/QALY
AC=VND630,181,800; AQ=1.44 AC=VND616,920,203; AQ=1.44
Hinh 4. Mat phdng chi phi - hiéu qua
Két qua tir dudng cong chap nhan chi phi - hiéu qua (Hinh 5) cho thdy, tai ngudng san sang chi tra bang

ba lan GDP binh quan dau ngudi, phac d6 ribociclib + NSAI + goserelin cé xac suat rat thap duoc coi la chi
phi - hiéu qua. Khi ngudng chi tra tang vugt qua 3,8 1an GDP binh quan dau ngudi, xac suat dat hiéu qua chi
phi ctia phac dé nay vuot trén 50%. O cac muiic nguéng cao hon, dic biét trén 600 triéu déng cho mbi QALY,
xac suat phac dé ribociclib + NSAI + goserelin trd thanh Iya chon chi phi - hiéu qua gan nhu tuyét déi.

100.00% -
80.00% -|
60.00% -|

40.00% -|

Xac suat lya chon t6i vu

20.00% -|

0.00%

T T T T T T T
(o] 100 200 300 400 500 600 700
WTP, VND Millions

——Ribociclib + NSAI ——NSAI
Hinh 5. Budng cong chap nhan chi phi - hiéu qua
3.3. Két qua phdn tich kich ban

Trong phan tich ca ban, nghién cttu chua tinh dén ty 1& chi tra ctia BHYT cho ribociclib cling nhu cho cac
thu6c khac trong mé hinh. Nham cung cap thém thong tin vé ICER clia phac d6 ribociclib + NSAI + goserelin
so v@i NSAI + goserelin, ching t6i thuc hién phan tich kich ban véi cac muc chi trd khdc nhau ctia Quy BHYT
danh cho ribociclib (80%, 70% va 60%), trong khi cac thudc con lai ap dung ty 1é chi tra theo quy dinh tai
Thong tu 20/2022/TT-BYT. Két qua dugc tom tat trong bang duéi day.
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Bang 6. Két qua phan tich kich ban

S o ICER trén QALY
Ty lé chi tra BHYT Chi phi gia tang (VND) ”
VND Quy doira GDP
100% 630.181.800 437.537.015 38
80% 522.567.796 362.820.307 32
70% 468.760.795 325.461.952 2,9
60% 414.953.793 288.103.598 2,5

Két qua phan tich kich ban cho thay tinh chi phi -
hiéu qua cua ribociclib phu thudc dang ké vao muc
chi trad ctia BHYT. Khi BHYT thanh todn toan bo chi phi
thudc, chi sé ICER/QALY dat khoang 438 triéu dong
(tuong duong 3,8 lan GDP binh quan dau ngudi), cao
hon ngudng san sang chi trd nén chua dugc coi la hop
ly vé mat kinh té. Khi ty | chi trd gidm xu6ng 80% va
70%, ICER lan lugt con 363 triéu va 325 triéu dong cho
moi QALY (tuong duong 3,2 va 2,9 lan GDP), khi d6 &
muc chi trd 70% da dudi nguéng chap nhan. & muc
chi trd 60%, ICER giam xudng con 288 triéu dong cho
mébi QALY (tuong duong 2,5 1an GDP binh quan dau
nguidi). MUc chi trd 70% nam trong gidi han dugc coi
la chi phi - hiéu qua.

IV. BAN LUAN

Nghién ctu nay st dung mé hinh séng con dich
chuyén ting phan dé danh gia chi phi - hiéu qua
gilta hai phéc d6 ribociclib + NSAI+ goserelin so véi
NSAI+ goserelin, tuong tu cach tiép can cla sau
nghién ctru da céng b trén y van'*'*%°, Két qua
phan tich co ban cho thdy viéc bé sung ribociclib
gitp kéo dai thém 1,85 nam song va 1,44 QALYs véi
chi phi gia tang 630 triéu dong. Tuong tng, ICER dat
341 triéu dong cho mbi nam song tang thém va 438
triéu dong cho moi QALY tang thém (tuong duong
3,8 lan GDP binh quan dau ngudi nam 2024).

Ké&t qua nay phu hop véi két qua cla Xiaoting
Huang va céng su, Daniel Stellato va cong sy, cling
nhu Eunae Jelong va cong su véi sé QALYs tang
thém dao déng tir 1,12 dén 1,39 so vdi 1,44 QALYs
trong nghién clu clia chidng t6i'®". Mot s6 nghién
ctru khac lai cho két qua khac biét ro rét: Nghién ciu
clia Vivian Le va cong su ghi nhan muc tang thém
t&i 2,82 QALYs'®, trong khi nghién ctiu tai chau My

chi ghi nhan muc tang khiém ton, tir 0,46 dén 0,80
QALYs™. Diéu nay c6 thé do su khac biét gita lua
chon mé hinh Markov véi xac suét dich chuyén ting
phan, va do su khac biét vé tham sé diém thda dung
tai cac trang thai suc khée. Trong nghién cdu nay,
ching t6i st dung di liéu théa dung dugc do ludng
truc ti€p trén quan thé bénh nhan cda thi nghiém
lam sang MONALEESA-7, qua d6 phan anh sat thuc
té hon.

Khi chua xét dén ty |é chi tra cGia BHYT, ICER cla
phac do6 ribociclib + NSAl + goserelin cao hon
ngudng khuyén céo clia T6 chiic Y té Thé gidi la ba
lan GDP binh quan dau ngudi. Tuy nhién, khi BHYT
chi trd 80% chi phi ribociclib, ICER giam xudng con
lan lugt 3,2 lan GDP binh quan dau nguai. Néu muc
chi tra la 70% va 60%, ICER ti€p tuc giam xuéng con
2,9 lan va 2,5 lan GDP binh quan dau ngudgi, nam
trong ngudng san sang chi trd. Pang cha y, cac
thudc diéu tri ung thu, dac biét & giai doan muodn,
thudng co ICER cao hon so véi nhiéu thudc khac do
chi phi thuéc 16n trong khi QALY tuyét déi tang
thém khéng nhiéu. Nhung néu xét theo muc gia
tang tuong déi thi ribociclib gitp tang thém khoang
50% QALYs so vai NSAI don thuan, day la mét muc
cdi thién ro rét.

Nghién ctu nay c6 mot s6 diém manh. Thu
nhat, nghién ctru dugc tién hanh sau hai téng quan
hé théng vé hiéu qua, an toan va tinh chi phi - hiéu
qua cua ribociclib phoi hgp vai NSAI, do do dir liéu
va phuang phap tiép can dugc lua chon trén co s&
khoa hoc viing chéc. Thi hai, udc tinh chi phi dugc
thuc hién dua trén két qua trung thau thudc tai Viét
Nam va dugc hiéu chinh thong qua phong van cac
chuyén gia lam sang cé it nhat 5 nam kinh nghiém
trong diéu tri ung thu vi. Do dé, dit liéu vé chi phi
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mac du khéng thé dai dién cho toan bdé quan thé
ngudi bénh tai Viét Nam nhung clng phan anh
dugc thuc té diéu tri tai cac trung tam hodc bénh
vién |6n vé ung budu, dac biét la ung thu va. Thi ba,
cau trdc mo hinh da dugc tham van va ra soat béi
cac chuyén gia lam sang truc tiép diéu tri, gitip phan
anh tuong déi chinh xac dién bién cta bénh trong
béi canh Viét Nam.

Bén canh dd, nghién clru van ton tai mot sé han
ché. Thur nhat, di liéu hiéu qua diéu tri dugc lay tu
th nghiém then ch6t MONALEESA-7, trong dé s6
lugng bénh nhan chau A con han ché, nén co thé
chua phan anh day da hiéu qua trén quan thé ngudi
Viét Nam. Tuy nhién, trong béi canh hién tai, do
ribociclib la thuéc mdi, viéc tién hanh thir nghiém
l[dm sang quy mo 16n tai Viét Nam la khong kha thi.
Thu hai, nhém nghién ctiu chua thé thuc hién mét
nghién ctiu quy mo I6n dé udc tinh chinh xac chi phi
diéu tri va chi phi xtr tri bién c6 bat lgi do han ché vé
nguon luc, thai gian va muc d6 chia sé di liéu. DU
vay, ching téi da khac phuc bang cach thu thap
théng tin qua phong van chuyén gia ti nhiéu bénh
vién 1én trén ca ba mién, dong thoi thuc hién cac
phan tich d6 nhay mét chiéu va xac suat, trong dé
chi phi diéu tri, dac biét la chi phi xu tri bién c6 bat
lgi dugc cho dao ddng trong mét khoang gia tri rat
I6n. K&t qua cac phan tich nay cho thdy tinh én dinh
ctia mo hinh va cling ¢6 dé tin cdy cla két qua phan
tich co ban.

V. KET LUAN

Vé&i khung thai gian phan tich tron ddi, viec bo
sung ribociclib trén phu nir chua man kinh dugc
chan doan ung thu vu giai doan tién xa di can co
HR+/HER2- gilip tang thém 1,85 nam song va 1,44
QALYs (déu tuong tng véi muc tang khoang 50%)
so vdi st dung NSAI don thuan. Trong phan tich co
ban, chi sé ICER/QALY cua ribociclib + NSAI
+goserelin so véi NSAI + goserelin la 438 triéu dong,
tuong Ung 3,8 lan GDP binh quan dau nguai. Trong
trudng hgp quy BHYT chi trd cho ribociclib & cac
muc 80%, 70% va 60%, ICER/QALY lan lugt la 363
triéu déng; 325 triéu déng va 288 triéu dong.

34

Cac thtr nghiém 1am sang then chét da khang
dinh hiéu qua cla ribociclib trén ca thai gian séng
khong tién trién va thai gian séng con toan bo. Tuy
nhién, véi muc gia hién tai (333.333 dong/vién), néu
BHYT chi trd 100% chi phi thuéc thi viéc st dung
ribociclib chua dat tinh chi phi - hiéu qua. Do d¢, co
quan quan ly c6 thé can nhic muc chi trd phu hop
60 - 80%, vira bdo dam tinh bén viing clia ngan sach,
vlia md réng co héi ti€p can thuéc cho ngudi bénh.
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